Abstract Regulation of phosphate homeostasis is critical for many biological processes, and both hypophosphatemia and hyperphosphatemia can have adverse clinical consequences. Only a very small percentage (1%) of total body phosphate is present in the extracellular fluid, which is measured by routine laboratory assays and does not reflect total body phosphate stores. Phosphate is absorbed from the gastrointestinal tract via the transcellular route [sodium phosphate cotransporter 2b (NaPi2b)] and across the paracellular pathway. Approximately 85% of the filtered phosphate is reabsorbed from the kidney, predominantly in the proximal tubule, by NaPi2a and NaPi2c, which are present on the brush border membrane. Renal phosphate transport is tightly regulated. Dietary phosphate intake, parathyroid hormone (PTH), 1,25 (OH)2 vitamin D3, and fibroblast growth factor 23 (FGF23) are the principal regulators of phosphate reabsorption from the kidney. Recent advances in genetic techniques and animal models have identified many genetic disorders of phosphate homeostasis. Mutations in NaPi2a and NaPi2c; and hormonal dysregulation of PTH, FGF23, and Klotho, are primarily responsible for most genetic disorders of phosphate transport. The main focus of this educational review article is to discuss the genetic and clinical features of phosphate regulation disorders and provide understanding and treatment options.
Maintenance of serum phosphate in the physiological range is critical for many biological processes. Phosphate is an essential component of bones, nucleic acids, and cell membranes, and it plays a crucial role in cellular energy metabolism, intracellular signaling by phosphorylation of proteins, and release of oxygen from hemoglobin as phosphate is a component of 2,3-diphosphoglycerate. Phosphate is an important urinary and blood acid base buffer. The adult body contains about 700 g of phosphate, of which 85% is present in the bones and teeth. The remaining 15% is distributed in the soft tissues (14%) and extracellular fluid (1%). Of the 1% that is present in the extracellular fluid, 10-20% is protein bound and 5% is complexed with cations such as calcium, magnesium, and sodium. The remaining 85% exists as HPO 4 -2 and H 2 PO 4 -1 , and at a physiological pH of 7.4, the ratio of HPO 4 -2 to H 2 PO 4 -1 is 4:1. It is the extracellular (1% of total body phosphate) phosphate that is measured by routine laboratory analysis and thus it does not always reflect the total body phosphate stores [1] . The average adult phosphate intake is about 1-1.5 g, of which one-third is excreted in the stool and the remaining two-thirds is excreted in the urine and thus there is phosphate balance. Gastrointestinal secretions contain 200 mg of phosphate, which is excreted in the stool. Due to continuous bone remodeling, 200 mg of phosphate is exchanged between the bone and the extracellular phosphate. This is depicted in Fig. 1 [1] [2] [3] .
A large body of evidence suggests that phosphate homeostasis in general is dependent upon the family of sodium-dependent phosphate transporters: solute carrier family SLC34. There are three types of SLC34 transporters: NaPi2a (SLC34A1, Npt2a, NaPi-IIa), NaPi2b (SLC34A2, Npt2b, NaPi-IIb), and NaPi2c (SLC34A3, Npt2c, NaPi-IIc) [4] . Ingested phosphate is absorbed from the gastrointestinal (GI) tract via the transcellular route and across the paracellular pathway. Transcellular phosphate absorption is an active sodium-dependent process mediated by sodium phosphate cotransporter 2b (NaPi2b). NaPi2b is regulated primarily by 1,25(OH) 2 vitamin D 3 (also referred to as 1,25 (OH) 2 D), metabolic acidosis, and dietary phosphate [5] [6] [7] . The paracellular pathway is a diffusion-driven non-saturable process in which phosphate transport increases with increasing phosphate in the diet [2] . Thus, with increasing dietary phosphate intake, phosphate absorption increases linearly. The transporter(s) responsible for phosphate exit from the basolateral membrane remains unknown.
Once phosphate enters the systemic circulation, free and complexed phosphate is freely filtered at the glomerulus. Under basal conditions, 80-90% of the filtered load of phosphate is reabsorbed by the kidney. Phosphate is primarily reabsorbed by the proximal tubule via brush border membrane sodium-dependent phosphate transporters, NaPi2a and NaPi2c [8] . Studies employing mouse models of genetic alterations in phosphate transport have demonstrated that NaPi2a is the key transporter in the proximal tubule, responsible for the reabsorption of 70% of filtered phosphate [9] . Human studies suggest that NaPi2c is the predominant transporter in humans and will be discussed later in this article [10, 11] . NaPi2a and NaPi2c have different characteristics and they are regulated differently. NaPi2a is an electrogenic transporter that transports 3Na along with 1 HPO 4 -2 while NaPi2c transports 2Na along with 1 HPO 4 -2 and thus is electroneutral. NaPi2c is highly expressed during weaning in mouse models relating it to growth and is located only on the S1 segment of the proximal tubule, whereas NaPi2a is located along the entire proximal tubule and highly expressed in the adult mouse [12] . Similar to the basolateral intestinal transport of phosphate, basolateral transport of phosphate from the renal tubule also remains to be identified. The principal regulators of NaPi2a and NaPi2c are dietary phosphate, parathyroid hormone (PTH), and fibroblast growth factor 23 (FGF23), although the adaptation of NaPi2a and NaPi2c to these regulators can vary with regards to time course and mechanism [12] . Another family of SLC transporters (SLC20) has recently been identified to play a role in phosphate homeostasis. These proteins were originally identified as "viral receptors" but recently have been identified as NaPi-3 cotransporters: PiT-1 and PiT-2 [13, 14] . An important discovery was made when PiT-2 was shown to be present on the brush border of the proximal tubule and was regulated by dietary phosphate [15] . Other studies have shown that PiT-2 can also be regulated by metabolic acidosis, dietary potassium intake, and FGF23 [16] . Thus far, it appears that PiT-2 plays a modest role in phosphate homeostasis under basal physiological conditions [17] .
Genetic disorders of phosphate regulation
This section briefly describes the conditions in which there are alterations in phosphate homeostasis due to either genetic defects in phosphate transporters or due Fig. 1 Flux of phosphate between different compartments to maintain normal extracellular serum phosphate levels. In an adult in phosphate balance, the amount of phosphate absorbed from the intestinal tract is excreted in the urine, thus maintaining phosphate balance to genetic abnormalities in the hormonal regulation of phosphate homeostasis.
Primary phosphate transporter disorders
The primary phosphate transporters on the apical membrane of the proximal tubule are NaPi2a and NaPi2c. In rodents, NaPi2a is the predominant transporter, as deletion of the NaPi2a gene results in phosphaturia, hypophosphatemia, elevated 1,25 (OH) 2 vitamin D 3 levels, hypercalcemia, hypercalciuria, and urolithiasis [9] . Abnormalities in the trabecular bone with expansion of the epiphyseal plate and decreased secondary ossification at weaning is seen in NaPi2a-null mice [9, 18] . The bone abnormalities in NaPi2a-null mice normalize with age, and this is likely due to increased 1,25 (OH) 2 vitamin D 3 levels [18] . In addition, a missense mutation of NaPi2a in mice has demonstrated an autosomal recessive inheritance pattern with hypophosphatemia, phosphaturia, hypercalcemia, and hypercalciuria [19] . In humans, the essential role of NaPi2a in phosphate reabsorption remains controversial. Prie et al. reported two patients with urolithiasis and persistent hypophosphatemia who had heterozygous mutations of NaPi2a, suggesting a dominant negative effect or autosomal dominant inheritance [20] . Subsequently, Virkki et al. could not confirm the dominant negative effect of the same mutations when messenger RNA (mRNA) was expressed in Xenopus laevis oocytes [21] . Another group reported that polymorphisms of the NaPi2a gene were not clinically associated with significant hypophosphatemia in a group of patients with urolithiasis [22] . Recently, Magen et al. reported two siblings with Fanconi's syndrome who had homozygous mutations of NaPi2a that resulted in phosphaturia and hypophosphatemia. These siblings were initially reported to have hereditary hypophosphatemic rickets with hypercalciuria (HHRH) along with proximal tubulopathy without metabolic acidosis. Two decades later, the siblings developed renal insufficiency, had lower 1,25 (OH) 2 vitamin D 3 levels, normal urinary calcium excretion, likely due to low 25 vitamin D levels. Furthermore, expression of the mutant NaPi2a in X. laevis oocytes showed a functional defect of NaPi2a, with accumulation of the mutant protein in the cytoplasm. It remains to be proven if accumulation of intracellular mutant protein directly results in the disruption of other proximal tubular transporters [23] .
On the contrary, the essential role of NaPi2c in humans has been very well described. HHRH is an autosomal recessive disorder due to either missense mutations or large deletions in the NaPi2c gene [10, 11] . HHRH was first described by Tieder et al. in six patients from a Bedouin tribe [24] . These patients had short stature, bone pain, muscle weakness, deformities of their lower extremities, and rickets. Patients with HHRH had severe phosphaturia, hypophosphatemia, hypercalciuria, increased 1,25 (OH) 2 vitamin D 3 levels, and suppressed PTH levels [10, 11] Administration of activated vitamin D supplements will worsen hypercalcemia and hypercalciuria, thus increasing the risk of nephrolithiasis. The main contrasting feature between HHRH and other inherited hypophosphatemic disorders, such as X-linked hypophosphatemic rickets (XLH), autosomal recessive hypophosphatemic rickets (ARHR), and autosomal dominant hypophosphatemic rickets (ADHR), is the inappropriately low level of 1,25 (OH) 2 vitamin D 3 in XLH, ARHR, and ADHR are hypophosphatemic disorders due to excess of FGF23, which is a phosphaturic hormone that also suppresses 1,25 (OH) 2 vitamin D 3 synthesis. These conditions will be discussed in detail later. In contrast to humans with NaPi2c mutation (HHRH), mice with deletion of NaPi2c do not develop hypophosphatemia but have hypercalcemia, hypercalciuria, and elevated 1,25 (OH) 2 vitamin D 3 levels. Thus, in mice, NaPi2c plays an important role in calcium and 1,25 (OH) 2 vitamin D 3 homeostasis [12] .
Sodium hydrogen exchanger regulatory factor 1 (NHERF1) is a scaffolding protein that has two PDZ domains and is important in the regulation of protein trafficking, especially G-protein-coupled receptors, transporters, channels, and other structural elements of the cytoskeleton [25] . NHERF1 interacts with NaPi2a and NaPi2c and is important for the trafficking of NaPi2a to the cell surface and its transcription [25, 26] . NHERF1 -/-mice have hypophosphatemia, phosphaturia, decreased expression of NaPi2a on the brush border membrane of the proximal tubule, hypercalciuria, and hyperuricosuria [26] . Karim et al. described seven patients with NHERF1 mutations with hyperphosphaturia; the majority of them had nephrolithiasis and bone demineralization [27] . This identified another new cause for hypophosphatemia in both humans and in mice.
Hormonal dysregulation resulting in alteration of phosphate homeostasis Until about two decades ago, the known principal regulators of proximal tubular phosphate reabsorption were PTH, 1,25 (OH) 2 vitamin D 3 , and dietary phosphate intake. PTH decreases phosphate reabsorption from the kidney and increases the synthesis of 1,25 (OH) 2 vitamin D 3 . In 1994, Cai et al. described for the first time a new phosphate-regulating substance from a patient with tumor-induced osteomalacia (TIO) that was different from PTH. This newly identified substance inhibited phosphate transport in the cultured opossum kidney epithelial cells (OK cells) [28] . The term phosphatonin was coined in an editorial that accompanied the paper [29] . This phosphate-regulating substance was identified as FGF23 in 2000 [30] . Importantly, tumor removal normalized serum levels of FGF23 and phosphate. This important discovery aided in the understanding of the pathophysiology of many inherited hypophosphatemic conditions. FGF23 is primarily synthesized in the bone by osteocytes, but to a lesser extent by osteoblasts [31, 32] . FGF23 causes hypophosphatemia by decreasing the expression of NaPi2a and NaPi2c on the brush border of the proximal tubule and by decreasing the serum levels of 1,25 (OH) 2 vitamin D 3 , which decreases phosphate absorption from the intestine [33, 34] .
Animal models have been used to further explore the role of FGF23 in phosphate and 1,25 (OH) 2 vitamin D 3 homeostasis. Transgenic mice that overexpress FGF23 demonstrated lower serum phosphate levels and lower serum 1,25 (OH) 2 vitamin D 3 levels than wild-type mice [34, 35] . On the contrary, deletion of FGF23 in the mouse models showed hyperphosphatemia, increased 1,25 (OH) 2 vitamin D 3 levels, ectopic calcifications, and shortened life spans compared with their wild-type counterparts [34, 36] . Administration of neutralizing antibodies confirmed the findings from FGF23 null mice [34] .
FGF23 is an important physiologic hormone that regulates phosphate homeostasis. A high phosphate diet results in an increase in FGF23 levels, and low phosphate diet results in a decrease in FGF23 levels, which has been demonstrated in both rodents and humans [34, [37] [38] [39] . In addition, high serum 1,25 (OH) 2 vitamin D 3 levels also stimulate FGF23 production, resulting in a negative feedback mechanism, as FGF23 decreases 1,25 (OH) 2 vitamin D 3 synthesis [40] .
Which receptors mediate the various actions of FGF23 is a topic of intense research. Fibroblast growth factors (FGFs) in general mediate their actions by interacting with FGF receptors (FGFRs). We have shown that FGFR1 is the primary receptor that regulates phosphate reabsorption from the proximal tubule by regulating NaPi2a and NaPi2c [33] [43] . Klotho knockout mice and FGF23 knockout mice share a similar phenotype, including shortened life spans, hyperphosphatemia, hypercalcemia, elevated 1,25 (OH) 2 vitamin D 3 levels, and soft tissue calcifications. This provided the first clue that both Klotho and FGF23 work in a common pathway that regulates phosphate homeostasis [44] . Other hormones, such as growth hormone, glucocorticoids, thyroid hormone, and insulin-like growth factor, play a relatively minor role in the regulation of phosphate homeostasis [45] . The proposed interaction of FGF23, Klotho, heparin, and FGF receptors is shown in Fig. 2 . 
Conditions of FGF23 excess
Autosomal dominant hypophosphatemic rickets (ADHR) ADHR is a rare disorder that was first described by Bianchine et al. in 1971 [46] . ADHR is a result of activating mutations of the FGF23 gene [47] Patients who manifested the disease in their childhood developed short stature, rickets, bone pain, lower extremity deformities, and dental abscess. Two of the children had spontaneous resolution of symptoms during adulthood. On the other hand, patients with ADHR who manifested the disease in adulthood had symptoms similar to patients with TIO. Adults had bone pain, weakness, osteomalacia, and fractures/ pseudofractures, but did not have short stature or lowerextremity deformities. Interestingly, the majority of patients who developed the disease in adulthood were women, and pregnancy triggered the onset of symptoms [48] . FGF23 levels correlated with disease severity [49] . Treatment of ADHR is similar to XLH, which includes phosphate replacement and 1,25 (OH) 2 vitamin D 3 supplementation.
X-linked hypophosphatemic rickets (XLH)
XLH has an incidence of 1:20,000 and is the most common inherited form of rickets. XLH presents within the first 2 years of life. Patients have hypophosphatemia, phosphaturia, inappropriately low levels of 1,25 (OH) 2 vitamin D 3 , short stature, bowing of the lower extremities, rickets/osteomalacia, enthesopathy, and dental abscess [50] . Winters et al. first described the X-linked dominant inheritance of this disorder in a family from North Carolina, USA, of EnglishScottish descent. They noted that the degree of hypophosphatemia was similar in males and females, but females had a less severe bone phenotype. There was no male to male transmission, and all the daughters of the affected males demonstrated the XLH phenotype, indicating that this condition was X-linked dominant [50, 51] . Approximately 20 years after the inheritance was described, a patient with XLH who was previously thought to have vitamin-Dresistant rickets underwent a renal transplant due to chronic glomerulonephritis/calcium deposition in the kidney.
Unfortunately, after the transplant, he continued to have significant renal phosphate wasting despite the fact that he had undergone semitotal parathyroidectomy [52] . This indicated that the defect causing phosphaturia was not in the kidney but, instead, was a systemic circulating factor. A few years later, parabiosis experiments performed between Hyp (mouse model of XLH) mice and wild-type mice and crosstransplantation of kidneys between Hyp and wild-type mice confirmed that, in fact, the defect causing phosphaturia was indeed a systemic circulating factor [53] [54] [55] . Inactivating mutations of the PHEX (phosphate regulating gene with homologies to endopeptidases on the X-chromosome) gene were then identified as the genetic defect in patients with XLH [56] . PHEX encodes for an endopeptidase and is highly expressed in bone [57] . As FGF23 was already identified as the causative factor in ADHR, FGF23 levels were measured in the patients with XLH and Hyp mice. Hyp mice have elevated levels of FGF23, as do the majority of the patients with XLH [34, [58] [59] [60] . In addition, breeding of fg f 23-null mice with Hyp mice resulted in a phenotype similar to fg f 23-null mice, indicating that FGF23 is required for the hypophosphatemia in Hyp mice, and FGF23 is downstream of PHEX [36] . Administration of neutralizing antibodies to FGF23 corrected the hypophosphatemia and the low levels of 1,25 (OH) 2 vitamin D 3 in Hyp mice [61] . These studies confirmed the role of FGF23 in the pathogenesis of XLH. FGF23 was once thought to be a substrate of PHEX but was later not confirmed by other studies [34] . It is yet not understood how mutations in the PHEX gene result in elevated FGF23 levels.
Treatment of XLH includes phosphate supplements and 1,25 (OH) 2 vitamin D 3 (calcitriol). Calcitriol increases phosphate absorption from the intestine. Nephrocalcinosis is a well-described iatrogenic complication of phosphate therapy in patients with XLH. Moreover, high doses of calcitriol further increase FGF23 levels in these patients [62, 63] . Due to high phosphate supplements and high FGF23 levels, there is a mild decrease in serum calcium in these patients, which results in secondary hyperparathyroidism. Cinacalcet (calcimimetic agent), is a potential therapy for these patients, as it can decrease phosphate excretion, mitigating the need for orally administered pharmacologic doses of phosphate [64] .
Autosomal-recessive hypophosphatemic rickets (ARHR) ARHR is a rare form of rickets caused by inactivating mutations in the gene encoding for dentin matrix protein 1 (DMP1) [34, 58] . DMP1 belongs to the short integrinbinding ligand interacting N-linked glycoprotein (SIB-LING) family of proteins and is an important regulator of the development of bone, cartilage, and teeth. Patients with ARHR present in childhood with symptoms similar to ADHR and XLH, with phosphaturia, hypophosphatemia, inappropriately low levels of 1,25 (OH) 2 vitamin D 3 , elevated alkaline phosphatase levels, rickets, dental abscess, and osteosclerotic bone lesions [65] . FGF23 levels are elevated or inappropriately normal for the low serum phosphate levels. Recently, Levi-Litan et al. identified an inactivating mutation in the ectonucleotide pyrophosphatase/phosphodiesterase 1 (ENPP1) gene that caused ARHR in a Bedouin family. ENPP1 is a cell-surface enzyme responsible for generating inorganic pyrophosphates that inhibit calcification [66] . ENPP1 mutation was initially identified in patients with infantile arterial calcifications [67] . Interestingly, patients who have ARHR due to ENPP1 mutation do not typically have arterial calcifications, and it is speculated to be due to hypophosphatemia. [68] . Patients with McCune Albright syndrome have activating mutations of GNAS1, the gene that encodes for the alpha subunit of stimulatory G protein (G s α) [69] . G proteins function to couple specific receptors to intracellular signaling molecules. The mechanism behind how mutations in GNAS1 result in elevated levels of FGF23 remains unknown. As McCune Albright syndrome is not inherited, it is possible that GNAS1 mutation is lethal when present in the germline. Bisphosphonates have been used as treatment, with some success [70] .
Osteoglophonic dysplasia (OGD) OGD is a rare autosomal dominant disorder due to an activating mutation of FGFR1. Patients with OGD have facial hypoplasia with prominent supraorbital ridge, craniosynostosis, depressed nasal bridge, and rhizomelic dwarfism. Some patients with OGD have been noted to have elevated FGF23 levels and the reason is unclear. Elevated FGF23 levels result in phosphaturia and inappropriately normal 1,25 (OH) 2 vitamin D 3 levels. Activation of FGFR1 in and of itself results in decreased expression of NaPi2a and NaPi2c, and increased FGF23 levels have an additional effect, resulting in phosphaturia [71] .
Conditions of FGF23 deficiency
Conditions causing FGF23 deficiency are characterized by hyperphosphatemia, hypercalcemia, increased serum levels of 1,25 (OH) 2 vitamin D 3 , and ectopic and vascular calcifications [72] . This phenotype is similar to that seen in fg f 23 and Klotho-null mice. Tumoral calcinosis is an autosomal recessive disorder that results in ectopic deposition of calcium and phosphate. Patients with tumoral calcinosis have painful joints due to deposition of calcium and phosphate in the joints and soft tissues. Mutations in both GALNT3 and FGF23 can result in this phenotype. GALNT3 encodes for a protein called UDP-N-acetyl-alpha-D-galactosamine: polypeptide N-acetylgalactosaminyl transferase 3, which is responsible for O-linked glycosylation of threonine 178 just adjacent to cleavage site, R 176 XXR 179 that stabilizes FGF23. The mutated FGF23 protein with defective Oglycosylation is rapidly degraded by proteases. There are two assays available to measure serum FGF23 levels; intact assay that measures intact FGF23 protein, and the C-terminal assay that measures both the C-terminal fragment and the intact FGF23 protein. In patients with GALNT3 mutation, as expected, intact FGF23 levels are low due to its rapid degradation, but the Cterminal assay demonstrates elevated levels [34, 58] . Inactivating mutations in the conserved region of FGF23 also result in decreased levels of FGF23. The mutated protein is either not secreted in its intact from or is easily prone to proteolytic cleavage. Similar to patients with GALNT3 mutation, patients with inactivating FGF23 mutations also have low intact FGF23 levels but elevated FGF23 levels when measured by C-terminal assay [73] .
Disorders of klotho regulation
Homozygous missense mutations of Klotho have also been identified as a cause of tumoral calcinosis. Ichikawa et al. described a 13-year-old who initially presented with tumoral calcinosis with increased levels of phosphate, calcium, 1,25 (OH) 2 vitamin D 3 , and PTH. This patient also had elevated intact and C-terminal FGF23 levels, thus prompting further investigation. A missense mutation in the highly conserved region of the Klotho gene was identified. As Klotho is an essential cofactor in the interaction of FGF23 with its receptors, absence of active Klotho decreases the activity of FGF23 and thus results in a phenotype analogous to tumoral calcinosis. The increase in serum FGF23 levels were likely due to elevated serum phosphate and 1,25 (OH) 2 vitamin D 3 levels [74] . On the contrary, a translocation causing elevated levels of Klotho resulted in hypophosphatemic rickets in a 13-month-old infant [75] .
Inherited disorders of parathyroid hormone (PTH) and its receptor
PTH is an important regulator of phosphate homeostasis. PTH results in decreased phosphate reabsorption from the proximal tubule while stimulating the synthesis of 1,25 (OH) 2 vitamin D 3 . PTH receptors are present on both the basolateral and the apical side of the proximal tubule, and the intracellular signaling is dependent on which receptor is activated. Activation of the basolateral receptor will preferentially activate the protein kinase A pathway, whereas activation of the apical receptor in the presence of NHERF1 will predominantly activate the protein kinase C pathway [76] . Familial causes of hyperparathyroidism include multiple endocrine neoplasias (MEN). Patients with hyperparathyroidism will present with hypophosphatemia, hypercalcemia, and hypercalciuria. An activating mutation of the PTH receptor (PTH1R) has been described in Jansen's metaphyseal chondrodysplasia (JMC), a rare cause of short-limbed dwarfism inherited in an autosomal dominant fashion. PTH1R is abundantly present in the kidneys and bones, and the constitutively active mutated PTH1R receptor results in phosphaturia, hypophosphatemia, hypercalcemia, and low PTH levels due to a negative feedback mechanism [77] . Inactivating mutations of PTH1R have been described in Blomstrand's disease, which is a rare autosomal recessive disorder with early mortality and advanced bone age [78] . On the contrary, inherited causes of hypoparathyroidism include mutations of glial cells missing B (GCMB), regulator of parathyroid [80] . Cellular redistribution of phosphate leading to hyperphosphatemia can be seen in patients with tumor lysis syndrome, rhabdomyolysis, or respiratory acidosis. These conditions can result in a temporary increase in serum phosphate that might require renal replacement therapy. Once the underlying condition has resolved, serum phosphate levels return to normal. The symptoms of acute hyperphosphatemia are primarily due to secondary hypocalcemia resulting from calcium precipitation [81] . Chronic effects of hyperphosphatemia, as seen in CKD and end-stage renal disease (ESRD), result in ectopic deposition of calcium in the vasculature, skin, eyes, joints, and other organs. Many factors, including uremia, calcium phosphate product, and serum phosphate levels influence vascular calcification and conversion of vascular smooth muscle cells into osteoblast-like cells [82] . Vascular calcifications in patients with ESRD increase morbidity and mortality. Chronic hyperphosphatemia as seen in CKD and ESRD results in secondary hyperparathyroidism and renal osteodystrophy. Hypophosphatemia results either from increased renal losses of phosphate, impaired or decreased absorption of phosphate from the GI tract, decreased dietary intake, or cellular redistribution. Increased renal losses can be due to hyperparathyroidism or vitamin D deficiency. Decreased GI absorption is seen with ingestion of phosphate-binding agents or chronic diarrhea. Severe malnutrition can also result in hypophosphatemia. Cellular redistribution of phosphate is seen in acute respiratory alkalosis, acute leukemia, or refeeding syndrome. Hypophosphatemia seen in refeeding syndrome is due to rapid uptake of phosphate in to the cells along with glucose, potassium, and magnesium. Symptoms and signs of hypophosphatemia usually occur when the serum phosphorus is <1 mg/dl (normal range 3-4.5 mg/dl or 1-1.5 mmol/L) and include hemolysis, rhabdomyolysis, leucocyte dysfunction, decreased delivery of oxygen to the tissues, and respiratory failure. In addition, chronic phosphate depletion results in rickets and osteomalacia [2] .
Summary
This review describes the inherited conditions in which phosphate handling is altered. FGF23 emerges as a key regulator of phosphate homeostasis, and its alteration results in many inherited disorders. Klotho is an important player in the interaction of FGF23 with its receptors and thus alterations in Klotho significantly affect phosphate homeostasis. Mutations of PHEX, DMP1, ENPP1, and GNAS1 result in altered FGF23 levels, but the precise underlying mechanism is not understood. Table 1 
